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1 (currently amended) A method of preventing breast cancer in a mammal which 
comprises administering to a mammai in need of such prevention an effectwe 
amount of a compound of the formula 1: 




wherein: 

A is setootod from CH2 and NR ; 

B, D and E are i ndopondontly oolootod fr o m CH aneM4; 

Yis 

(a) phenyl, optionally substituted with 1-3 substituents 
independently selected from R 4 ; 

(b) naphthyl, optionally substituted with 1-3 substituents 
independently selected from R*; 

(c) C 3 -C 8 cydoalkyl. optionally substituted with 1-2 substituents 
independenlly selected from R*; or 

(d) C,-C 8 cycloalkenyl. optionally substituted with 1-2 substituents 
independently selected from R 4 ; 

( c ) 3 five m n m»™ h "* rn rn nt n ininn u u to two h o t n mnt n mfl 

i>B l cotod from tho g rou u^nui t ing n f O , MF a - *nd S(Q), rr 
opt i ona l ly cubotimtort with 1 3 fi i hntihmnfo indopondont l y 
sclootod from R *i 

(0 2 gh f mrmh nr " ^^,ru , r. Q nta!n i nn up to two hotor o nt n m F T 

b u lootod from tho group oonctat i ng of O 1 MR' - ond S(Q) H - 
y pUui unyoubrtltut nJ with 1 0 cubfr Ul u o nta indopond o nt l y 
oolootod from R* rer 



2 
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Z'is 



1 , gu.u^liu imp ft rnrt m H . l^yl rtng , ^ 10 1 " ^cyc l ic ring 
mi l Uinlng up tn 1 ■ " ^ ^ tnfi fr n m th n n m il f> 

o uba uut cdwith 1 J L uT .i tU in I n cln p n n tl n. i Hy r.o l ootod fr om 



(fe)ial -0(CH 2 )pCR 5 R e -: 
(G)(bl ^(CH^WCCHz),.; or 

-OCHR 2 CHR 3 -; ©F 
{e) SGWR*GHR*-* 



G is 




<CH 2 V 





<CH*>n 



w l , u IU inn»c n ,1 o r2;m l c1,g n r^;? 8 . io Mi l , O, 9 - . o r 

CI I, , o p tlo mlry frn if i t r n ^\™ « ■■ ^ rh n n r tt n mn with o nfny 
tv^piionyl ringc am i , u ptionally I n r lfl^ nd ontly wi hn titnt nrl o n 
ca rbo n with m i u f thrnn "ihfttituontc and, optionally, 
fedopondontiy on nitro po n with a ohom i cal l y fm i t a bto 
oubpfrtuonts o lcotodfrom R Vof 
( c) n I i l l j * "^'"" - P ™ lu I w u hffl Garh n n ntn mn , n Hhw 
br i d go d orfiinr* ™ H nptinrmib-oubotitutod with 1 - 3 
L u bctit u o n t c i n ri np nnt l nntly r at,, "** nrl ^ 

-Z * - and C in comblnnt i on may b e 
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-0CH 2 




Wis 



(a) 
<b) 
(c) 
(d) 
(e) 
(f) 



-CH=CH-; 
-O-; 
-NR 2 -; 
-S(0)„-; 



0 



(g) 

(h) 

0) 
0) 



-CR 2 (OHK 

-conr 2 -; 
-NR 2 CO; 




or 



(k) — c=c 

R is hydrogen or Ci-Ce alkyl; 

R 2 and R 3 are independently 
(a) hydrogen; or 
(t>) Ci-C* alkyi; 



R 4 fe 



(a) hydrogen; 

(b) halogen; 

(c) CrC 6 alkyl; 

(d) C1-C4 alkoxy; 

(e) C1-C4 acyloxy; 

(f) C1-C4 atkylthio; 

(g) C1-C4 alkylsulfinyl; 

(h) C1-C4 alkylsulfonyl; 
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(i) hydroxy (C r C4)a»kyl; 

(j) aryl (Ci-C^aHcyl; 

(k) -COaH; 

(1) -CN; 

(m) -CONHOR; 

(n) -S0 2 NHR; 

(o) -NH2; 

(p) C1-C4 alkylamino; 

(q) C1-C4 dlalkylamino; 

(r) -NHSO2R; 

(s) -NO2; 

(t) -aryl; or 

(u) -OH. 

r> and R 6 are independently C-C, alky» or together form a C*C* carbocycbc 

ring; 

R*-and-# <iro Indopondont l y 
(a) phenyH 



-0) 



■g^y^ ^ Luuy flllG ring, an t u ratod or unct t t u ratpfr 



< o) 3 C, u 1 "" rl ™ r m i iUl i' iinB u p t n tm hotoroatomff, 



<^ilootod from O , M and - S - i 
Hi 



_{e) C? C» olkyl: or 



fum i j 1 t o n mrm i l ■ nitrf, n"" w i tn R * o r R '* 



^^^^^ ^ u ' li nc »7 n r ring ihnu . . .a y < i|i » n n n lly h n r .ub ol ituto tl wH> ■ ' P t o 
and oorboxy; 

j . j ug f n r mnl hy R * h " n ni ln nH l v ft to 0 pho n yl 

elsOrl ©*2; 
mis 1,2 or 3; 

n is 0, 1 or 2; 
pis 0. 1,2 or 3; 

H oj^i ^ j 'u i. r ri r irn m r.. U ^ uuf, <■.■! n n nt nvir r nhnnw* ogfea»y 
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^^^ ^ ^ ora nontoxicmo^ 

2. (cunently amended) A The method of claim 1 wherein the compound is a 
compound of the formula. 

,0CH 2 CHg6 




3 (original) A method of preventing breast cancer in a mammal which 'O^ses 

a nontoxic pharmaco.ogica.ly accept acid addtfon salt, N^xide, ester, or 

quaternary ammonium sait thereof. 

4 (original) A method of preventing breast cancer in a mammal which c ^^ n *^ s 
p heny.-5^2-py^^ 

ZlJS gletfcisomerthereof: ore nontoxic phan.aoo.ogica.ly acceptable 
acid addftion salt, N-oxide, ester, or quaternary ammonium salt thereof. 

5 (new)The method of^^ 

etnoxy)-pheny q -5^^ or a nontoxic phan.aco.og.caHy 

acceptable acid addition salt thereof is administered to the mammal. 

6. (new) The method of claim 3 wherein the mammal is a human. 
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7. (new) The method of claim 6 wherein the human is female. 

8 (new) The method of claim 5 wherein the amount of 
pyrrolidin-1^^^ 

pharmacologicauy acceptable add addition salt thereof is a unit dosage of 0 .1 mg to 
50 mg administered to the mammal once to four times a day. 

9 (new) The method of ciaim 8 wherein the amount of Ura*4WW^ 
pyrrolidin-1-y^^^^ 

pharmacologic^ acceptable acid addition salt thereof is a untt dosage of 0.25 mg to 
25 mg administered to the mammal once to four times a day. 

10 (new) Themethc4ofclaim9wherein^ 
ethoxy)- P heny^ 

acceptable acid addition seitthereof is administered to the mammal once a day. 

1 1 . (new) The method of claim 10 wherein the mammal is human. 

12. (new) The method of claim 1 1 wherein the human is female. 
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